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AB A method is provided for detg. whether a compd. is an insulin receptor 

kinase activator. The methodol . of the invention comprises administering 
the compd. to a non-human mammal concurrently treated with an HIV 
protease 

inhibitor; administering glucose to the mammal; and measuring the level 
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plasma insulin or plasma glucose in the mammal, where a reduced level of 
plasma insulin or plasma glucose in the mammal compared to a comparable 
mammal that has been treated with the HIV protease inhibitor and 
administered the glucose, but not administered the compd., indicates that 
the compd. is an insulin receptor kinase activator. Reversal of protease 
inhibitor-mediated insulin resistance in normal rats by I (prepn. 
included) is described. p/ 
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optionally in conjunction with insulin, for the treatment of HIV protease 
inhibitor-induced metabolic disorders. Any insulin receptor activating 
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lipodystrophy, hypertriglyceridemia, insulin resistance, hyperglycemia, 
diabetes and ketoacidosis are also provided. 
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Methods of treating a person suffering from HIV protease 
inhibitor-induced metabolic disorders such as lipodystrophy, 
hypertriglyceridemia, insulin resistance, hyperglycemia, diabetes and 
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insulin receptor activating compound is suitable for the practice of 
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L5 ANSWER 5 OF 5 CAPLUS COPYRIGHT 2002 ACS 

AB The title compds . [I; Rl, R2 = S02NR72, CONR72, NR7S02R7, etc.; R5, R6 - 
H, alkyl, CN, etc.; R7 = H, alkyl, aryl, etc.; Y = a non-interfering 
substituent which is not linked to the naphthalene ring via an azo or 
amide linkage; x = 0-2; the linker connects a carbon designated as c to a 
carbon designated as d, and is NR3C(:K)NR4 (wherein K = 0, S, NH, etc.; 
R3, R4 = H, alkyl; R3, R4 together = (CH2)2, (CH2)3, (CH2)4, etc.), 
N:C(NR112)NR4 (Rll = H, CN, alkyl); NR3C (NR112 ) : etc.], useful for 
treating conditions assocd. with hyperglycemia, esp. Type II diabetes, 
were prepd. and formulated. E.g., a multi-step synthesis of the urea II 
which produced a 13% decrease in blood glucose levels, a 42% decrease in 
plasma insulin levels, and a 15% decrease in plasma triglyceride levels 

in 

the ob/ob mouse model of Type II diabetes, was given. The compds. I are 
useful in stimulating the kinase activity of the insulin receptor, 
activating the insulin receptor, and stimulating the uptake of glucose. 
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higher limits. 



=> s 11 

SAMPLE SEARCH INITIATED 13:51:07 FILE ' MAR PAT » 
SAMPLE SCREEN SEARCH COMPLETED - 159 TO ITERATE 

100.0% PROCESSED 159 ITERATIONS 0 ANSWERS 

SEARCH TIME: 00.00.02 

FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH **COMPLETE** 
PROJECTED ITERATIONS: 2428 TO 3932 

PROJECTED ANSWERS: 0 TO 0 

L6 0 SEA SSS SAM LI 

=> s 11 full 

FULL SEARCH INITIATED 13:51:16 FILE 'MARPAT* 
FULL SCREEN SEARCH COMPLETED - 2880 TO ITERATE 

100.0% PROCESSED 2880 ITERATIONS 0 ANSWERS 

SEARCH TIME: 00.00.18 

L7 0 SEA SSS FUL LI 



=> 



